In the course of our screening program for new antitumor substances, Streptomyces strain A19412 isolated from a soil sample collected in Aichi prefecture, Japan, was found to produce an active principle. This component, BE-19412A, was purified based on its inhibitory activity against the growth of the P388 murine leukemia cell line. BE-19412A and B inhibited not only the growth of murine tumor cell lines such as P388 leukemia, colon 26, Ehrlich carcinoma cell lines but also human tumor cell lines such as DLD-1 colon, PC-13 lung and MKN-45 stomach cell lines. BE-19412A prolonged the survival of CDF1 mice bearing i.p. implanted Ehrlich carcinoma cells. In this paper, the producing organism, fermentation, isolation, physico-chemical properties, structure determination and biological properties of BE-19412A and B are described. The structures of BE-19412 A and B are shown in Fig. 1 .
Taxonomy of the Producing Strain
Strain A19412 was isolated from a soil sample collected in Aichi Prefecture, Japan. Characterization of the strain followed the method adopted by the International Streptomyces Project (ISP)1), and several other tests were also used. The substrate mycelia of strain A19412 grew well but the aerial mycelia grew poorly, and typical verticillate branching was scarcely observed. Special morphology such as sclerothia, sporangia were not observed. The culture characteristics of strain A19412 are summarized in For the purpose of structure determination, methylation of BE-19412A to BE-19412B was performed.
A solution of BE-19412A (960.8 mg) in MeOH/EtOAc (1: 3, 80ml) was mixed with 8ml of hexane solution containing 10% of trimethylsilyldiazomethane. The mixture was stirred at room temperature for 6.5 hours, and the solvent was evaporated. The residue was then 2939 , 1649 , 1614 , 1510 , 1450 , 1381 , 1211 , 1093 ; HRFAB-MS m/z 2941, 2362, 1689, 1653, 1605, 1456, 1398, 1227, 1095, 1026, 989, 891, 758, 611 .
Structure Determination
The 1H and 13C NMR data of BE-19412A and B are shown in Table 3 In these spectra, the methyl protons were the partial structures I and II was determined from the results of considering the molecular formula of BE-19412B and the chemical shift of C-11, the remaining chlorine atom should be connected to C-11. The total structure of BE-19412B was determined from the pulse field gradient (PFG)-HMBC3) spectrum (Fig. 3) and above results and C-H long range coupling in the PFG-HMBC spectrum, the structure of BE-19412B, having a 2-azahexaphene skeleton, was determined as shown in Fig. 1 . Ericamycin5) has a same skeleton and showed anti-staphylococcal activity. BE-19412B had three methoxyl groups, two of which resulted from the methylation reaction.
In the ROESY spectrum of BEparison of the 13C NMR spectra of BE-19412A and B, there is little difference between the chemical shifts of the A and B rings in BE-19412A and B (Table 4) . These results revealed that the methoxyl group of BE-19412A Fig. 3 . PFG-HMBC spectrum of BE-19412B in DMSO (> 3Jc-H signals were displayed).
was bound to C-16. Based on the above results, the structure of BE-19412A was determined as shown in Fig. 1.
Bioactivity
The in vitro cytotoxicity assay using the P388 and Ehrlich tumor cells was carried out essentially according to the method of KOJIRI et al. Table 5 . Effects on macromolecule biosynthesis in cultured P388 cells did not (Table 7 ). BE-19412A described in this report may be a new lead to antitumor agents. Table 7 . Antimicrobial activities of BE-19412A and B.
